. , ^, .n/rQOO*;c RCHP-IOIUS 

Appln. No.: 10/582,266 

Amendment Dated: February 18, 2008 

Reply to Office Action of October 16, 2007 

Amendments to the Claims: This listing of claims will replace all prior versions, and listings, 
of claims in the application. 

Listing of Claims: 

1. (Currently Amended) A particle comprising a complex formed by comprising a 

bioactive agent and a complexing agent, provided that the bioactive agent is other than a 
polynucleotide a«d or an oligonucleotide, and wherein the particle has a bioactive 
function conferred by the bioactive agent. 

2 roriqinal) The particle of claim 1, wherein the bioactive agent and/or the complexing 
agent have a net positive charge or have a positively charged region of at least +6. 

3 (Currently Amended) The particle of claim 1, wherein the bioactive agent has the a net 
positive charge or the a positively charged region of at least +6 and the connplexing 
agent has the a net negative charge or the a negatively charged region of at least -6. 

4 (Currently Amended) The particle of claim i 2, wherein the net positive charge is 
conferred by at least six amino acids selected from the group consisting of lysine, 
arginine, and histidlne. 

5. (Currently Amended) The particle of claim 2, wherein the positively charged region of 
the bioactive agent is a heparin binding domain. 

6. (Currently Amended) The particle of claim 2, wherein the other of the bioactive agent 
Olid the complexing agent has a net negative charge or has a negatively charged region 
of at least -6 when the comnlpxina aoent h as a ne t po sitive charge or has a positively 
rh;,rnPri renlon of at lea'^t +6- or the co mn l ex in q ag ent has a net negative charge or has 
Tl^ivPl y charged renion of at least - 6 whPn the bioartive aqent has a net positive 
rharne or has a p n c;itively charged region of at least +6 . 

7. (Original) The particle of claim 1, wherein the particle has a diameter from about 1 nm 
to about 1000 microns. 

8 (Currently Amended) The particle of claim 1, wherein the bioactive agent is a member 
selected from the group consisting of a growth factor, [[a]] hormone, [[a]] peptide, [[a]] 
protein, aft^ or polysaccharide. 

9. (Original) The particle of claim 1, wherein the bioactive agent is a growth factor. 

10. (Currently Amended) The particle of claim i 9, wherein the growth factor is VEGF, 
PDGF, FGF, bFGF, or HGH. 

11. (Currently Amended) The particle of claim 1, wherein the bioactive agent is at least 

one of VEGF aft^ or PDGF. 

12 (Currently Amended) The particle of claim 1, wherein the bioactive agent is a-membef 
■ selected from t h e group cons i sting of insulin, erythropoietin, bone morphogenic proteins, 
human growth hormone, human chorionic gonadotrophin, polysaccharides, transferrin, 



Page 3 of 8 



Appln. NO,: 10/582.266 RCHP-IOIUS 
Amendment Dated: February 18, 2008 
Reply to Office Action of October 16, 2007 

TGF-beta receptors, integrin lieterodimer receptor, or Fas-Lj and receptor fragment: for 

rcr, PDCF, veer, ond car . 

13 (Currently Amended) The particle of claim 1, wherein the complexing agent is a 

pn" ..rrharide. al yrn..minoalvcan. c omplex carbohydrate, P'' Polyacid^mcmbGr GGlcctod 
from the group conaist i ng of po l yGocchoridGS, glycosa minoglycans, complex 
Ldibu l i ydratGn, po l ypc i d a , mod i f i cQtionG and dcrivotivcs thereof . 

14. (Currently Amended) The particle of claim 1, wherein the complexing agent is a 

. . cin b e roe l ected f .oi.i Uil gio up con Gio f i n g o f dextran, dextran sulfate ch.tosan, heparin, 
heparan, heparan sulfate, hyaluronic acid, chondroitin, chondroit.n sulfate derrnatan 
sufate, keratan sulfate, pentasan sulfate, alginate, a«d carageenan, polyglutamic acid, 
etPt4 or 3-polyphosphoric acid. 

15 (Original) The particle of claim 14, wherein the complexing agent is dextran or dextran 
sulfate having a molecular weight of about 2 KDa to about 10,000 KDa. 

16. (Original) The particle of claim 15, wherein the molecular weight of dextran or dextran 
sulfate is from 5 KDa to 500 KDa. 

17. (Original) The particle of claim 1, wherein the particle is free of poly(ethyleneimine). 

18 (Withdrawn) The particle of claim 1, further comprising an agent, wherein the agent is a 
nVember selected from the group consisting of an antibody, an antigen, a receptor, and a 
ligand. 

19 (Currently Amended) The particle of claim 1, f u ilh c i Lo mpriJ i ng □ mntr iy, wherein the 
^o" pi»v i. rnnt;,in^d within 8 matrix L ui> .ociotcd w i th u L Ic o^t one of the bioact i ve agent 
ond the comp l ex i ng agent . 

20 (Currently Amended) The particle of claim 19, wherein the matrix is a biodegradable 

■ nnlvmer. colloidal narticle. lioo^nmp. emulsion, so li d p a rticl e, magnetic particle, protein, 
^T^^eotide iiiLm b u ..L i LLlL d from th n g r o u p c ona i ating 

iifc^ "iS^ l eD, l iposoi iic :., cmulalonn, o uIIlI pa i tic l ea, m ugn et i c part i cles, protcmo, and 
psptidcQa 

21. (Original) The particle of claim 20, wherein the particle is free of poly(ethyleneimine). 

22. (Original) The particle of claim 1, wherein the particle is completely biodegradable. 

23. (Original) The particle of claim 1, wherein the particle comprises at least 40% of the 
bioactive agent. 

24. (Original) The particle of claim 1, wherein the particle comprises from about 40% to 

about 90% of the bioactive agent. 

25. (Original) The particle of claim 1, wherein the particle consists essentially of the 
bioactive agent and the complexing agent. 
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26 (Currently Amended) A particle comprising a complex formed by comprisinq a 
■ bioactive agent and a complexing agent, wherein one of the bioactive agent and the 
complexing agent is a cationic agent or an anionic agent having a net charge or a region 
having a net charge of at least 6 units and wherein the particle has a bioactive function 
conferred by the bioactive agent. 

27. (Original) The particle of claim 26, wherein the bioactive agent is the cationic agent and 
the complexing agent is the anionic agent. 

28. (Currently Amended) The particle of claim 26 22, wherein the cationic agent is a 
m ember Gclcctcd from the group cons i Gting o f a growth factor, [[a]] hormone, [[a]] 
peptide, [[a]] protein, aft^ or polysaccharide. 

29. (Original) The particle of claim 28, wherein the cationic agent is a growth factor. 

30. (Original) The particle of claim 29, wherein the growth factor is VEGF, PDGF, FGF, bFGF, 
orHGH. 

31. (Currently Amended) The particle of claim i 22, wherein the cationic agent is at least 
one of VEGF and or PDGF. 

32 (Currently Amended) The particle of claim 3€^27, wherein the anionic agent is a 
nnlv.^rr.haride. q iyrn<.amlnQalvca n , rnm plex carbohydrate, or polyacid member SC l octGd 
from the group conslGt i ng of po l yGacchar i dc . ^, glycoDamlnoglycans, complex 

CO rbohyd rates, po l yac i do, modif i cationG and dcrivotlvcs thereof . 

33 (Currently Amended) The particle of claim 26 U, wherein the anionic agent is a- 

^ SSiLeted^remWW^ dextran sulfate chitosan, heparin, 

heparan, heparan sulfate, hyaluronic acid, chondroitin, chondroitin sulfate, dermatan 
sufate, keratan sulfate, pentasan sulfate, alginate, ^ carageenan, polyglutamic acid, 
aftd or 3-polyphosphoric acid. 

34. (Currently Amended) The particle of claim 5i 33, wherein the anionic agent io is 
dextran or dextran sulfate lwvm§ has a molecular weight of about 2 KDa to about 10,000 
KDa. 

35. (Original) The particle of claim 26, wherein the particle is free of poly(ethyleneimine). 

36. (Original) A particle consisting essentially of a complex between a growth factor and a 
polysaccharide. 

37 (Withdrawn) A method of making the particle of claim 1, the method comprising: 

orovidinq a bioactive agent; providing a complexing agent; and mixing the bioactive 
agent and the complexing agent at a pH of about 1 to about 13 to form the complex 
between the bioactive agent and the complexing agent, provided that the bioactive agent 
and the complexing agent are structural parts of the complex, and thereby making the 
particle. 

38. (Withdrawn) The method of claim 37, wherein the pH is from 4.5 to 7.5. 
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39 (Witlidrawn) The method of claim 37, wherein the complex Is formed by an electrostatic 
interaction between the bioactive agent and the complexing agent. 

40. (Withdrawn) The method of claim 37, wherein mixing Is conducted in a low ionic 
strength buffer. 

41. (Withdrawn) The method of claim 40, wherein the buffer Is an MES buffer. 

42. (Withdrawn) The method of claim 37, further comprising a stabilizing agent selected 
from the group consisting of mono and disaccharides. 

43 (Withdrawn) The method of claim 40, wherein the stabilizing agent is selected from the 
group consisting of glucose, monose, trehalose, glycerol, and albumin. 

44. (Withdrawn) The method of claim 37, further comprising providing at least one of a 
matrix and an agent. 

45 (Withdrawn) The method of claim 37, wherein the matrix is a member selected from the 
group consisting of biodegradable polymers, colloidal particles, liposomes, emulsions, 
solid particles, magnetic particles, proteins, and peptides and wherein the agent is a 
member selected from the group consisting of an antibody, an antigen, a receptor, and a 
ligand. 

46. (Withdrawn) A method of administering of the particle of claim V^,T''^Hwf ".npn^"'!"^^^ 
the particle, wherein the particle Is adapted to gradually release he b'oac ive agent and 
administering the particle to a cell by at least one of a parenteral, an inhalation or an oral 

route. 

47. (Withdrawn) The method of claim 46, wherein administering Is done by the parenteral 

route. 

48. (New) The particle of claim 36, Wherein the growth factor Is VEGF or PDGF. 

49. (New) A particle comprising a complex of a growth factor and dextran, dextran sulfate, 
chitosan, heparin, heparan, heparan sulfate, hyaluronic acid, chondroitin, chondroitin 
sulfate, dermatan sufate, keratan sulfate, pentasan sulfate, alginate, carageenan, 
polyglutamic acid, or 3-polyphosphoric acid. 

50. (New) The particle of claim 49, wherein the growth factor is VEGF or PDGF. 

51. (New) A particle comprising a complex of erythropoietin and dext^^"/ dextran _sulfa^^ 
chitosan, heparin, heparan, heparan sulfate, hyaluronic acid, chondroitin, chondroitin 
sulfate, dermatan sufate, keratan sulfate, pentasan sulfate, alginate, carageenan, 
polyglutamic add, or 3-polyphosphorlc add. 
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